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What is claimed is: 
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An isolated nucleic acid which encodes a polypeptide 
comprising the amino acid sequence shown in Figure 
5 (Seq.\ I.D. No. 10) or a polypeptide having a 
sequence \which varies therefrom by no more than 15 
amino adtLds, such amino acid variations not 
involving \ amino acid positions 799-804 and not 
changing \the functional properties of the 
polypeptidev 
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2. The nucleic \acid of claim 1 encoding a polypeptide 
having the aVnino acid sequence shown in Figure 5 
(Seq. I.D. No\ 10) . 

3. The nucleic ac\id of claim 1, wherein the nucleic 
acid is DNA . 

4. The DNA of claim\ 3, wherein the DNA is cDNA. 

5. The DNA of claim 3, wherein the DNA is genomic DNA. 

6. The nucleic acid pf claim l, wherein the nucleic 
acid is RNA. 

7. A nucleic acid\whicia comprises the nucleic acid of 
claim 1 linked \to a\ nucleic a*d±d encoding a flag 
epitope . 
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A nucleic acid which Comprises the nucleic acid of 
claim 1 linked \ to ^ nuc>eic acid encoding a 
polypeptide coris^poiWj-rfg to an artificial 
transmembrane region of^ a receptor which is not an 
Ob receptor . 

A nucleic acid which comprises the nucleic acid of 
claim 8 linked to nucleic acid encoding a 



polypeptide 
intracellular 
Ob receptor 



rresponding to an artificial 
domain of a receptor which is not an 



A purified polypeptide encoded by the nucleic acid 
of claim 4,2, or 7. 
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A pur 



of claim 



1/ 



c polypeptide encoded by the nucleic acid 



A purifiecjL polypeptide encoded by the nucleic acid 
of claim 



A vector comprising the nucleic acid of claim 1. 

A vector af claim 13 adapted for expression in a 
bacterial \cell which comprises the regulatory 
elements necessary for expression of the nucleic 
acid in the Aacterial cell operatively linked to the 
nucleic acid\ encoding the polypeptide so as to 
permit expression thereof . 

A vector of claim 13 adapted for expression in a 
yeast cell whicR comprises the regulatory elements 
necessary for expression p£->the nucleic acid in the 
yeast cell operafti^^e-Ty linked to the nucleic acid 
encoding the ]3pTyppptide so as to permit expression 
thereof . 



A vector of cltaim lV3 adapted for expression in an 
insect cell whi<\h coi\pris^ the regulatory elements 
necessary for exp?eeet6n of the nucleic acid in the 
insect cell operatively linked to the nucleic acid 
encoding the polypeptide so as to permit expression 
thereof . 



A baculovirus vector of\ claim 16 
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18. The baculcrdirus vector of claim 17 designated Bac- 
B045 (ATCC Recession No. VR-2574) . 

19. A vector of\ claim 13 adapted for expression in an 
amphibian dell which comprises the regulatory 
elements neqessary for expression of the nucleic 
acid in the Amphibian cell operatively linked to the 
nucleic acidl encoding the polypeptide so as to 
permit expression thereof . 

20. A vector of cYLaim 13 adapted for expression in a 
mammalian celft. which comprises the regulatory 
elements necesfeary for expression of the nucleic 
acid in the mammalian cell operatively linked to the 
nucleic acid encoding the polypeptide so as to 
permit expression thereof 

21. A plasmid vector lof claim 13 
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A plasmid vector df claim 21 adapted for expression 
in a mammalian celAl which comprises the regulatory 
elements necessary\ f^p-^xpres^ion of the nucleic 
acid in the mammalian cell operatively linked to the 



nucleic acid en 



permit expression thereof 



The plasmid vec 
(ATCC Accession 



2odn_ng the polypeptide so as to 



f claim 22 designated BO-25 
SSTo- 2*9036) . 



A vector comprising thlp nucleic acid of claim 8 or 
9 . 



25. A vector of claim 24 adapted for expression in a 
bacterial cell which Icomprises the regulatory 
35 elements necessary for expression of the nucleic 

acid in the ' bacterial cell operatively linked to the 
nucleic acid encoding tlhe polypeptide so as to 
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permit expression thereof 



26 . A vector of 

yeast cell w|h 
necessary foi 
yeast cell o 
encoding the 
thereof . 



claim 24 adapted for expression in a 
ich comprises the regulatory elements 
expression of the nucleic acid in the 
peratively linked to the nucleic acid 
polypeptide so as to permit expression 
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A vector of qlaim 24 adapted for expression in an 
insect cell whiich comprises the regulatory elements 
necessary for expression of the nucleic acid in the 
insect cell operatively linked to the nucleic acid 
encoding the polypeptide so as to permit expression 
thereof . 

A baculovirus vfector of claim 27 

A vector of clalim 24 adapted for expression in an 
amphibian cell I which comprises the regulatory 
elements necessary for expression of the nucleic 
acid in the amphibian cell operatively linked to the 
nucleic acid renpo3Tng tfrp polypeptide so as to 
permit expressliorH thereof. 



A vector of 
mammalian ce L 
elements ne" 
acid in the ma) 



lairi 2i^adapted for expression in a 
l^*\Vhich comprises the regulatory 
sart for expression of the nucleic 
imalifen cell operatively linked to the 



nucleic acid ^enco<i 
permit expressior 



'the polypeptide so as to 
Sreof . 



31. A plasmid vector of \ claim 24. 



35 32. A plasmid vector of Iclaim 31 adapted for expression 

in a mammalian cell I which comprises the regulatory 
elements necessary tor expression of the nucleic 
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acid in the Jnammalian cell operatively linked to the 
nucleic acip encoding the polypeptide so as to 
permit expression thereof. 

5 33. A cell comprising the vector of claim 13. 

34. A cell of cjaim 33, wherein the cell is a non- 
mammalian ce! 

10 35. A cell of clatm 34, wherein the non-mammalian cell 
is a Xenopus ^ocyte cell or a Xenopus melanophore 
cell . 
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36. A cell of claim\33, wherein the cell is a mammalian 
cell. 

37. A mammalian cell\of claim 36, wherein the cell is a 
COS -7 cell, a 2 93 human embryonic kidney cell, an 
NIH-3T3 cell, an\LM(tk-) cell or a CHO cell. 

38. An insect cell comprising the vector of claim 17. 



39. An insect cell 
is an Sf9 eel" 



an 



;laim 38, wherein the insect cell 
lsf21 cell or a HighFive cell. 



40. A cell comprising the^/ector of claim 24 



41. A cell of claiv 
mammalian cell. 



4 01 wherein the cell is a non- 



42. A cell of claim 41^ — c^iTerein the non-mammalian cell 
is a Xenopus oocyte c^ell or a Xenopus melanophore 
cell 



35 43. A cell of claim 40, wherein the cell is a mammalian 
cell . 



A mammalian celLL of claim 43, wherein the cell is a 
COS-7 cell, a £93 human embryonic kidney cell, an 
NIH-3T3 cell, ail LM(tk-) cell or a CHO cell. 



An insect cell comprising the vector of claim 28. 

An insect cell of jLcs^Taim 45, wherein the insect ce 
is an Sf9 cell, \aA Sf21 cell or a HighFive cell. \ 



A membrane prej 
claim 40 . 



ft ion /isolated from the cell of 



A membrane preparation isolated from the cell of 
claim 45 . 



A nucleic acij 
nucleotides, w! 
corresponding t 
nucleic acid s 
through nucleot 
I.D. No. 9) or 



ich probe has a unique sequence 
b a sequence present within (a) the 
e(quence from nucleotide number 23 95 
ide number 2412 of Figure 4 (Seq. 
(b) a reverse complement thereof . 



The nucleic ac 
nucleotides arj 

The nucleic 
nucleotides 



An antisense 
sequence corre 

(a) the nucleic 
2 3 95 through 

(Seq. I.D." No 
thereof . 



An antisense ol 
specifically hyjb 



probe comprising at least 15 




probe of claim 49, wherein the 
xyribonucleotides . 



of claim 49, wherein the 
onujzfleot ides . 

oligonucleotide having a unique 
s^onding to a sequence present within 
acid sequence from nucleotide number 
nucleotide number 2412 of Figure 4 
9) or (b) a reverse complement 



igonucleotide of claim 52 capable of 
ridizing to mRNA, so as to prevent 
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translation of mRNA. 
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An antisense oligonucleotide of claim 52 capable of 
specifically hybridizing to genomic DNA. 



55. An antisende oligonucleotide ■ of claim 52, wherein 
the oligonucleotide comprises chemically modified 
nucleotides or nucleotide analogues. 
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An antibody 1 capable of specifically binding to the 
polypeptide Icontaining at least a unique sequence 
corresponding to a sequence present within the amino 
acid sequende from amino acid number 79 9 through 
amino acid nhmbre^r 8 04 of Figure 5 (Seq. I.D. No. 
10) . 



An antibody 
binding oi 
polypeptide 



Lpab] 



:he // anti 



ifich 



of competitively inhibiting the 
ody of claim 56 to the 
specifically binds . 



An antibody of\ cllrTm 56, wherein the antibody is a 
monoclonal antibody . 
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59. A pharmaceutical composition comprising an amount of 
the oligonucleotide of claim 52 effective to reduce 
expression of a polypeptide and a pharmaceut ically 
acceptable carrier . 



60 . A pharmaceut 



ical 



the oligonucleot i 
inactivates mRNA 

61. A pharmaceutical 
the substance wh 

62 . A pharmaceutical 
the pharmaceutic 



composition of claim 59, wherein 
de is coupled to a substance which 



composition of claim 60, wherein 
ch inactivates mRNA is a ribozyme. 

composition of claim 61, wherein 
lly acceptable carrier comprises a 



en 
m 



s 

D 

m 

if. ! 

CO 



10 



15 



20 



25 



30 



35 



63 



64 



65 



66 



67 



68 . 



69 



- 106 - 

structure whiqh binds to a receptor on a cell 
capable of beinfr taken up by the cells after binding 
to the structure. 



.ca 



A pharmaceuti 
the pharmaceut 
of binding to 
selected cell type. 



1 composition of claim 62, wherein 
ically acceptable carrier is capable 
a receptor which is specific for a 



A pharmaceutical composition which comprises an 
amount of the I antibody of claim 56 effective to 
block binding df a ligand to the polypeptide and a 
pharmaceutical!;/ acceptable carrier. 



A transgenic 
acid of any 

A transgenic 
recombinatio 
a nucleic aci 



onh^ 
e of 



rian mammal expressing a nucleic 
claims 1, 2, 7, 8 or 9. 



nonlhuman maiYimal comprising a homologous 
^kouiL^of a polypeptide expressed by 
any one of claims 1, 2, 7, 8 or 9. 



A transgenic nonnuman mammal whose genome comprises 
antisense DNA complementary to a nucleic acid of any 
one of claims 1,1 2, 7 , 8 or 9 so placed as to be 
transcribed inqo antisense mRNA which is 
complementary to 1 mRNA encoding a polypeptide and 
which hybridizes I to mRNA encoding a polypeptide, 
thereby reducing its translation. 



The transgenic non 
the nucleic acid 
promoter . 



human mammal of claim 65, wherein 
additionally comprises an inducible 



The transgenic non 
the nucleic acid 
specific regulator 



mman mammal of claim 65, wherein 
additionally comprises tissue 
elements . 
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A transgenicmaonhuman mammal of claim 65, wherein 
the transgerrik^Tranhuman mammal is a mouse. 

A process for identifying alchemical compound which 
specifically binds to jz polypeptide of claim 10, 
which comprises cont^ting the polypeptide with the 
compound under conditions suitable for binding, and 
detecting specific binding of the chemical compound 
to the polypeptide. 



72 . The process of 
binding of the 
detected by mear 
polypeptide . 

73 . The process of 
binding of the 
detected by a s 

74 . The process of c 
substantially t 
shown in Figur 

75 . The process of c 
previously kn 



claim 71, wherein the specific 
compound to the polypeptide is 
s of an antibody which binds to the 



claim 71, wherein the specific 
compound to the polypeptide is 
intillation proximity assay. 

71, wherein the polypeptide has 
e same amino acid sequence as that 
15 

/ wherein the compound is not 
to bind to the polypeptide 




76. A compound determined by the process of claim 71. 



aL 



A pharmaceutic 
effective amount 
process of cJ 
acceptable carri 



A process i 
identifying a c 
binds to a 
separately cont 



poly pept 



composition which comprises an 
: of a compound determined by the 
aim 71 and a pharmaceut ically 
er . 



nvo 



lving competitive binding for 
lemical compound which specifically 
ide of claim 10 which comprises 
ting the polypeptide, with both the 
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known to bind 
second chemicc 
for binding 



chemical compound and a second chemical compound 
to the polypeptide, and with only the 
1 compound, under conditions suitable 
of both compounds, and detecting 
specific binding of the chemical compound to the 
decrease in the binding of the second 
.nd to the polypeptide in the presence 
of the chemilcal compound indicating that the 
chemical compound binds to the polypeptide. 



polypeptide, a 
chemical compo 



79. The process olf claim 78, wherein the specific 
binding of the compound to the polypeptide is 
detected by mea^LS of an antibody which binds to the 
polypeptide . 

80. The process oi:l claijm 78, |wherein the specific 
binding of tlie \ compound to the polypeptide is 
detected by a/scintiMation /proximity assay. 

81. The process oA cMm 78, wherein the polypeptide has 
substantially the \same amino acid sequence as that 
shown in Figure 5 
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82. The process of claim 78, wherein the compound is not 
previously known tol bind to the polypeptide. 
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83. A compound determined by the process of claim 78. 



A pharmaceutical c 
effective amount of 
process of claim 
acceptable carrier . 



imposition which comprises an 
a compound determined by the 
78 and a pharmaceut ically 



A process for identi 
specifically binds 
nucleic acid of cl 
contacting cells 



1:y 



ing a chemical compound which 
o a polypeptide encoded by a 
Eiim 8 or 9, which comprises 
ontaining DNA encoding and 




109 - 



10 



m 



□ 



15 



20 



25 



30 



35 



86 



87 



88 



89 . 



90 



91 



92 



93 



94 . 



expressing 



on the cell surface the polypeptide, with 
the compound under conditions suitable for binding, 



and detec 
compound t 



:ing specific binding of the chemical 
d the polypeptide. 



The process! of claim 85, wherein the polypeptide has 
ly the same amino acid sequene as that 



substantia 
shown in F:_ 

The process 
previously 



gure 5 . 

of claim 85, wherein the compound is not 
known to bind to the polypeptide. 



A compound determined by the process of claim 85. 



A pharmaceu] 
effective a 
process o? 1 c 
acceptable/ c&rr 



1 composition which comprises an 
t of a compound determined by the 



f claim 85, wherein the cell is an 




and 



pharmaceutical ly 



The proce 
insect cell* 



The process <pf claim 85, wherein the cell is 
mammalian eel! 

The process ipf claim 91, wherein the cell is 
nonneuronal inl origin. 

The process off claim 92, wherein the nonneuronal 
cell is a COS-y cell, a 293 human embryonic kidney 
cell, an NIH-3T3 cell or an LM(tk-) cell. 



A process for 
specifically b 
nucleic acid 
contacting a 
of cells conta 



identifying a chemical compound which 
Lnds to a polypeptide encoded by a 
of claim 8 or 9, which comprises 
membrane fraction from a cell extract 
ning DNA encoding and expressing on 
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compound und^ 
detecting sp 
to the polyp 
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surface the polypeptide, with the 
r conditions suitable for binding, and 
cific binding of the chemical compound 
eptide . 



The process c 
substantially 
shown in Fi 



f claim 94, wherein the polypeptide has 
the same amino acid sequence as that 
5 . 



gure 



The process o 
previously kr 



£ claim 94, wherein the compound is not 
own to bind to the polypeptide. 



97. A compound determined by the process of claim 94 



98 . A pharmaceut 

effective amc 
process of 
acceptable 

99 . The proces 

insect cell? 

100. The process o 
mammalian cell 

101. The process o 
nonneuronal in 




cal composition which comprises an 
,of a compound determined by the 
and a pharmaceut ically 



94, wherein the cell is an 



claim 94, wherein the cell is 



:: claim 100, wherein the cell is 
origin. 



102 . The process of 
a COS-7 cell, a 
NIH-3T3 cell or 

103 . A process in 



01, wherein the nonneuronal cell is 
2 93 human embryonic kidney cell, an 
an LM(tk-) cell. 



.volving competitive binding for 
identifying a chemical compound which specifically 
binds to a polypeptide encoded by a nucleic acid of 
claim 8 or 9 , which comprises separately contacting 
cells expressing on their cell surface the 
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polypeptide , 
second chemi 
polypeptide , 
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with both the chemical compound and a 
:al compound known to bind to the 
and with only the second chemical 
compound, under conditions suitable for binding of 
both compounc.s, and detecting specific binding of 
the chemical compound to the polypeptide, a decrease 
g of the second chemical compound to 
the polypeptide in the presence of the chemical 
compound indidating that the chemical compound binds 
to the polypeptide. 

The process of claim 103, wherein the polypeptide 
has the amino ^cid sequence shown in Figure 5 (Seq. 
I . D . No . 10). 



105. The process 
insect cell . 

106. The process 
mammalian ce 




Lva 103, wherein the cell is an 



wherein the cell is a 



107. The process of I claim 106, wherein the cell is 
nonneuronal in origin. 



108. The process of c|l 
cell is a COS-7 
cell, an NIH-3T3 

109. The process of c 
not previously kn 

110 . A compound determ 



111. A pharmaceutical 
effective amount 
process of cla 
acceptable carrie 



aim 10 7, wherein the nonneuronal 
ell, a 2 93 human embryonic kidney 
cell or an LM(tk-) cell. 

aim 103, wherein the compound is 
Dwn to bind to the polypeptide. 

:.ned by the process of claim 103 . 



composition which comprises an 
of a compound determined by the 
lfn 103 and a pharmaceut ically 
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112. A process involving competitive binding for 
identifying a chemical compound which specifically 
binds to a polypeptide encoded by a nucleic acid of 
claim 8 or 9, which comprises separately contacting 
a membrane fraction from a cell extract of cells 
expressing dn their cell surface the polypeptide, 
with both the chemical compound and a second 
chemical compound known to bind to the polypeptide, 
and with onlly the second chemical compound, under 
conditions suitable for binding of both compounds, 
and detecting specific binding of the chemical 
compound to the polypeptide, a decrease in the 
binding of the second chemical compound to the 
polypeptide in the presence of the chemical compound 
indicating thjat the chemical compound binds to the 
polypeptide . 



20 



113 . The procesi 
has the am. 
I . D . No . 11 



no 



ici 



[JsLim 1112, wherein the polypeptide 
sequence shown in Figure 5 (Seq. 
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114 . The process o 
insect cell . 

115. The process o 
mammalian cell 



116. The process 
nonneuronal in 

117. The process o 
cell is a COS 
cell, an NIH-3 



c|f claim 115, wherein the cell is 
origin . 



118. The process oi 
not previously 



claim 112, wherein the cell is an 



claim 112, wherein the cell is a 



claim 116, wherein the nonneuronal 
7 cell, a 2 93 human embryonic kidney 
3 cell or an LM(tk-) cell. 

claim 112, wherein the compound is 
known to bind to the polypeptide. 
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119. A compound 



12 0. A pharmace 



121 



ietermined by the process of claim 112 



atical composition which comprises an 
effective amount of a compound determined by the 

112 and a pharmaceutically 



process of 
acceptable 



A method 
compounds 
by a nucle 
compound 
polypeptide 



(a) 



<b) 



(d) 



claim 
arrier . 



screening a plurality of chemical 
nc}>t known to bind to a polypeptide encoded 
acid of claim 8 or 9 to identify a 
which specifically binds to the 
which comprises : 

contactlitfcKH cells transfected with and 
expressing IDNA encoding the polypeptide with a 
compouilii ki.own to bind specifically to the 

11 . 

contacting fthe pit^eparation of step (a) with the 
plural\Lti// of^ — compounds not known to bind 
specifically to the polypeptide, under 
conditions permitting binding of compounds 
known to Ibind the polypeptide ,- 



determini 
known to 
the prese 
relative t 
absence o 
so 



separately 
polypepti 
plurality 



g whether the binding of the compound 
ind to the polypeptide is reduced in 
nee of the plurality of compounds, 
o the binding of the compound in the 
the plurality of compounds; and if 



determining the binding to the 
4e of each compound included in the 
of compounds, so as to thereby 
identify tjhe compound which specifically binds 
to the pol.ypept ide . 
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122. The method of \claim 121 , wherein the cell is 
mammalian cell . 



123. The method of cl 
is non-neuronal 



aim 122, wherein the mammalian cell 
Ln origin. 



124. The method of claim 123 wherein the non-neuronal 
cell is a COS- 7 bell, a 293 human embryonic kidney 
cell, an LM(tk-) Icell or an NIH-3T3 cell. 

125. A pharmaceutical composition comprising an effective 
amount of a compound identified by the method of 
claim 121 and a pharmaceutically acceptable carrier. 



126. A method of scr 
compounds not kne 
claim 10 to ident 
binds to the polyp' 



sening a plurality of chemical 
wn^to bind to a polypeptide of 
compound which specifically 
s, which comprises: 



(a) 




preparing a /clell faxtract or cell supernatant 
from cells tpralnsf <&Qted with and expressing DNA 
encoding th& Ipo^ypfep^ide and contacting the 
cell extracts^ or cell supernatant with a 
compound knowiji to bind specifically to the 
polypeptide ; 



(b) contacting the preparation of step (a) with the 



plurality of 
specifically 



conditions permitting binding 
known to bind the polypeptide; 



(c) 



determining whe 
known to bind t 
the presence of 
binding of the 
plurality of 



compounds not known to bind 
to the polypeptide, under 

of compounds 



:her the binding of the compound 
o the polypeptide is reduced in 
the compounds, relative to the 
compound in the absence of the 
compounds; and if so 




(d) 
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separately determining the binding to the 
polypeptide of each compound included in the 
plurality of compounds, so as to thereby 
identify the compound which specifically binds 
to the polypeptide. 



127. The method o 
mammalian cell 



claim 126, wherein the cell i; 



10 128. The method of claim 127, wherein the mammalian cell 
is non-neuronal in origin. 
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129. The method of (claim 128 wherein the non-neuronal 
cell is a COS-^ cell, a 293 human embryonic kidney 
cell, an LM(tk-Lcell or an NIH-3T3 cell. 



130 



131 



A pharmaceutical! cc^npo 
amount of a <ron|pound 
claim 126 and 



sit ion comprising an effective 
identified by the method of 
tically acceptable carrier. 



rmacei 



A process fdx/\ determining whether a chemical 
compound is an 01b receptor agonist which comprises 
contacting cells Iransfected with and expressing DNA 
of claim 9 witlt the compound under conditions 
permitting the adtivation of the Ob receptor, and 
detecting an increlase in Ob receptor activity, so as 
to thereby determine whether the compound is an Ob 
receptor agonist. 



30 132. A process for determining whether a chemical 
compound is- an Ob receptor agonist which comprises 
preparing a cell extract from cells transfected with 
and expressing DNA of claim 9, isolating a membrane 
fraction from the cell extract, contacting the 
3 5 membrane fraction wtlth the compound under conditions 

permitting the activation of the Ob receptor, and 
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detecting an Increase in Ob receptor activity, so as 
to thereby determine whether the compound is an Ob 
receptor agonist. 
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136, 



A process fqr determining whether a chemical 
compound is \an Ob receptor antagonist which 
comprises contacting cells transfected with and 
expressing DNA \of claim 9 with the compound in the 
presence of a 1 known Ob receptor agonist, under 
conditions permitting the activation of an Ob 
receptor, and detecting a decrease in Ob receptor 
activity, so aslto thereby determine whether the 
compound is an Ob receptor antagonist. 



A process for 
compound is an 
comprises prepar 
transfected with 
isolating a membrfrnt 
contacting the me 
the presence of a 
conditions permitt 



ng 



mining whether a chemical 
Ob | receptor antagonist which 
cel|l extract from cells 
nd/Jf expressing DNA of claim 9, 
m from the cell extract, 
ane fraction with the ligand in 
nown Ob receptor agonist, under 
ng the activation of the Ob 



receptor, and detedting a decrease in Ob receptor 
activity, so as to thereby determine whether the 
compound is an Ob receptor antagonist. 



The process of any 
134, wherein the 
receptor . 



one of claims 131, 132, 133, or 
db receptor is a mammalian Ob 



The process of any 
134, wherein the 



pne of claims 131, 132, 133, or 
cell is an insect cell. 



137. The process of any Dne of claims 131, 132, 133, or 
35 134, wherein the ceM is a mammalian cell. 
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138. The process lof claim 137, wherein the cell is 
nonneuronal in origin 

139. The process cjf claim 138, wherein the nonneuronal 
cell is a COSH 7 cell, a 293 human embryonic kidney 
cell, an NIH-JT3 cell or an LM(tk-) cell. 
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140. A pharmaceutical composition comprising an effective 
amount of a I polypeptide of claim 10 and a 
pharmaceut icalfLy acceptable carrier . 



141. The pharmaceut ileal composition of claim 140, wherein 
the pharmaceutical composition is a liquid. 
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142. The pharmaceut iiaV^dmpos it ion of claim 141, wherein 
the carrier is jL£otq|nic saline. 

143. A method for/I determining whether a compound 
modulates leptinl acjaivit^ which comprises 



(a) 



(b) 



(c) 



administering to an animal a polypeptide of 
claim 10 aid measuring the amount of food 
intake, metabolic, or body weight changes in 
the animal; 

administering to a second animal both the 
polypeptide and the compound, and measuring the 
amount of fpod intake, metabolic, or body 
weight changes in the second animal; and 



whe 



determining 
metabolic, or 
the presence 
amount of f 
weight change 
so as to thereby 
modulates lept 



ther the amount of food intake, 
body weight change is altered in 
of the compound relative to the 
^od intake, metabolic, or body 
in the absence of the compound, 
determine whether the compound 
in activity. 
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144 . A method of screening a plurality of compounds to 
which comprises 



identify a compound which modulates leptin activity 



s : 



claim 10 
intake , 
the anima 



(a) administering to an animal a polypeptide of 



and measuring the amount of food 
itabolic, or body weight changes in 



10 



(b) 
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(c) 



(d) 



administering to a second animal the 
polypeptide and at least one compound of the 
plurality of compounds and measuring the amount 
of food dlntake, metabolic, or body weight 
changes in Ithe animal; 



determining 1 wh^ 
metabolic, a>y bo 1 
the presenoe of 
plurality /ulela 
intake, m^tabol. 
absence (of 
plurality) 



her the amount of food intake, 
weight change is altered in 
at leqist one compound of the 
_ve tcj> the amount of food 
or J^Ody weight change in the 
lea^£ one compound of the 
if so; 



separately dletermining whether each compound 
modulates leptin activity according to the 
method of clalim 143, so as to thereby identify 
a compound which modulates leptin activity. 



145. A method of treating an abnormality in a subject, 
3 0 wherein the abnormality is alleviated by modulating 

the activity of leptin in the subject, which 
comprises administering to a subject an amount of 
the pharmaceutical composition of claim 140 
effective to modulate the activity of leptin in the 
35 subject, thereby [treating the abnormality in the 

sub j ect . 
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146. The method of cllaim 145, wherein the pharmaceutical 
composition is (administered with food. 



147. The method of c: 
vertebrate, a m 



laim 145, wherein the subject is a 
, a human, a canine or a feline. 



148. A method of c 

composition ccbmplr 



149. The method of cl 
composition comp 




,J wherein the pharmaceutical 
n injectable carrier. 



aim 145, wherein the pharmaceutical 
rises a wild-type polypeptide. 



150. A method I of modulating feeding behavior or 
metabolism \ of a subject which comprises 
administering^ to the subject an amount of a 
polypeptide lof^erTaTim 10 effective to modulate the 
feeding betar^fior^xor metabolism of the subject so as 
to thereby W<scfulate feeding behavior or metabolism 
of the subject. 



151. The method of c 
anorexia is treat 

152 . The method of c 
weight loss assoc 



Laim 150, wherein the subject's 
sd. 

laim' 150, wherein the subject's 
iated with cancer is treated. 



153. The method of /c 
reduced appeti 

154 . The method 

obesity is tre 




50, wherein the subject's 
ted with aging is treated. 

50, wherein the subject's 



155. The method of ^laim 150, wherein the subject's 
bulimia is treated. 



156. The method of c 
administered wi 



laim 150, wherein the compound is 
tih food. 




- 120 - 

157. The method oA claim 150, wherein the subject is a 
vertebrate, a mammal , a human, a canine or a feline. 

158. A method of dlaim 150, wherein the polypeptide is 
administered | in a pharmaceutical composition 
comprising an lin j ectable carrier. 
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159. The method of claim 150, wherein the polypeptide is 
a wild-type polypeptide. 

160. A method of| modulating feeding behavior or 
metabolism o|f a subject which comprises 
administering la polypeptide of claim 10 and a 
compound which binds to the Y5 receptor, the amount 
of such polypeptide and compound being effective to 
modulate the f44dinJq behavior or metabolism of the 
sub j ect . 



161. The method o^ 
the compounc 



cia/flA 160, /wherein the polypeptide and 
listered in combination. 



162. The method of claim 160, wherein the polypeptide and 



the compound aro 

163. The method of cla 
the compound are 



administered separately . 

im 16 0, wherein the polypeptide and 
administered once . 



lai 



164. The method of c 
the compound are 



165. The method of cla 
the compound are 

166. The method of cla 
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m 160, wherein the polypeptide and 
administered alternately. 

im 160, wherein the polypeptide and 
administered repeatedly . 

im 160, wherein the polypeptide and 



compound are administered with- food. 



167. The method of claim 160, wherein the subject is a 



\ 



vertebrate, a 
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mammal, a human, a canine or a feline 



168. A method of claim 160, wherein the polypeptide and 
compound are administered in a pharmaceutical 
composition comprising an injectable carrier. 



169. The method of claim 160, wherein the polypeptide is 
a wild-type polypeptide. 
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170. A method of I modulating feeding behavior or 
metabolism iii a subject which comprises 
administering td the subject an amount of a compound 
which binds to W polypeptide of claim 10 effective 
to alter the activity of leptin in the subject, so 
as to thereby! modulate feeding behavior or 
metabolism of thfe gdb^ject . 



171. The method of 
anorexia is tre^ 



aim 170, wherein the subject's 



25 



172. The method of \c]l^mVi^o, wherein the subject's 
weight loss associated with cancer is treated. 

173. The method of claim 170, wherein subject's reduced 
appetite associated! with aging is treated. 



174. The method of cla^m 170, wherein the subject's 
obesity is treated. 

30 175. The method of claifr 170, wherein the subject's 
bulimia is treated. 
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176. The method of claim I 170, wherein the compound is 
administered with food. 

177. The method of claim IL70, wherein the subject is a 
vertebrate, a mammal, a human, a canine or a feline. 
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178 



179 



180 



A method of 
administered 
comprising ar 

The method of 
a wild-type p 
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claim 170, wherein the compound is 
in a pharmaceutical composition 
inj ec table carrier . 

claim 170, wherein the polypeptide is 
lypept ide . 



A method 
metabolism 
administering 
polypeptide of 
binds to the 
compound and t 
modulate the 
sub j ect . 



modulating feeding behavior or 
of a subject which comprises 
a compound which binds to a 
claim 10 and a second compound which 
Y5 receptor, the amount of the first 
he second compound being effective to 
ding behavior or metabolism of the 



181. The method qff 
the second c 

182. The method 4>f 
the second co 



183 . The method of 
the second co 




clf.im 318 0, wherein the compound and 
d are administered in combination. 

aim 180, wherein the compound and 
ound are administered separately. 



claim 180, wherein the compound and 
mpound are administered once. 



184. The method of Iclaim 180, wherein the compound and 
the second compound are administered alternately. 
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185. The method of dlaim 180, wherein the compound and 
the second compound are administered repeatedly. 



186. The method of claim 180, wherein the compound and 



second compound 



are administered with food. 
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187. The method of c Laim 180, wherein the subject is a 
vertebrate, a mammal, a human, a canine or a feline. 
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188. A method bf claim 180, wherein the compound and 
second compound are. administered in a 
pharmaceutical composition comprising an injectable 
carrier . 

189. The method ofe claim 180, wherein the polypeptide is 
a wild-type polypeptide 



m 
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190. A method of detecting expression of a polypeptide of 
10 claim 10 by detecting the presence of mRNA coding 

for the polypeptide which comprises obtaining total 
mRNA from tne cell and contacting the mRNA so 
obtained with! the nucleic acid probe of claim 49 
under hybridizing conditions, detecting the presence 
15 of mRNA hybriidized to the probe, and thereby 

detecting the |e^e^ression of the polypeptide by the 
cell . 
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m 



191. A method of . f&etlectJing thfe presence of a polypeptide 
20 which compfris^s/ contacting the cell or cell 

supernatant \ wifeh. tTfr^ antibody of claim 56 under 
conditions permitting binding of the antibody to the 
polypeptide, defecting the presence of the antibody 
bound to the cell or cell supernatant, and thereby 
25 detecting the presence of a polypeptide. 
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192. A method of determining the physiological effects of 
varying levels df activity of polypeptides which 
comprises producing a transgenic nonhuman mammal of 
claim 65 whose ikvels of polypeptide activity are 
varied by use <pf an inducible promoter which 
regulates polypeptide expression. 



193. A method of - determining the physiological effects of 
35 varying levels ofl activity of polypeptides which 

comprises producing a panel of transgenic nonhuman 
mammals of claim 165 each expressing a different 
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amount of polypeptide 



194. A method 

disorder as 
polypeptide 



for 



diagnosing a predisposition to a 
iated with the activity of a specific 
allele which comprises : 



soc 



(a) obtaining DNA of subjects suffering from the 
disorder ; 

(b) performing a restriction digest of the DNA with 



a panel 



>f restriction enzymes ; 
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(c) electropAoret ically separating the resulting 
DNA fragments on a sizing gel; 

(d) contactir]^ thp resulting gel with a nucleic 

capable of] specifically hybridizing 

utiiQWe sequence included within the 
nucie/c acid molecule encoding a 
atid£ ahdr*^ labeled with a detectable 



(e) detecting llabeled bands which have hybridized 
to the nuqleic acid of claim 1 labeled with a 
detectable) marker to create a unique band 
pattern sbecific to the DNA of subjects 
suffering from the disorder; 
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(f) preparing 4 NA obtained for diagnosis by steps 
a-e; and 



(g) comparing 
'the DNA of 
from step e 
from step f 
are the 
thereby pre 



the 



unique band pattern specific to 
ubjects suffering from the disorder 
and the DNA obtained for diagnosis 
to determine whether the patterns 
or different and to diagnose 
iisposition to the disorder if the 



same 



• 
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patterns are the same 
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195. The method 
associated 
polypeptide 



of claim 194 wherein the disorder 
with the activity of a specific 
allele is diagnosed. 



196. A method of 

claim 10 whiJch 



preparing the purified polypeptide of 
comprises : 



(a) inducing cells to express the polypeptide; 

(b) recovering the polypeptide from the induced 
cells; and 

(c) purifying the polypeptide so recovered. 



197. The method of fc/aini rfl96 , wherein the cell is placed 
in a serum- fr^ growth medium. 



19 8. The method o^ 
recovered kvs 



ila 




19y, wherein the polypeptide is 
inity chromatography . 



199. The method of \ claim 196, wherein the affinity 
chromatography qomprises the use of leptin. 

200. The method of claim 196, wherein the polypeptide is 
recovered by means of antibody binding. 



201. The method of clkim 200, wherein the antibody is 
30 directed to a flag epitope modification of the 

wild-type polypeptide . 
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202. A method of preparing the purified polypeptide of 
claim 10 which comprises: 

(a) inserting nuclfeic acid encoding the polypeptide 
in a suitable V ector / 
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(b) introducing the resulting vector in a suitable 
host cell; 

(c) placing trie resulting cell in suitable 
condition pfermitt ing the production of the 
isolated polypeptide ; 
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(d) recovering the polypeptide produced by the 
resulting cell; and 

(e) purifying the {polypeptide so recovered. 



203. The method of claim 202, 

in a serum- free gro^t\h me< 



herein the cell is placed 



lum , 



204. The method of claimX2-€fe , wherein the polypeptide is 
recovered by affinity chromatography. 

205. The method of claim 1202, wherein the affinity 
chromatography comprises the use of leptin. 

206. The method of claim 202, Wherein the polypeptide is 
recovered by means of anttibody binding. 



25 207. The method of claim 206,1 wherein the antibody is 

directed to a flag epitope modification of the 
wild-type polypeptide . 




